Sir, Dapsone therapy can cause severe adverse reactions known as the sulphone or dapsone hypersensitivity syndrome (DS). The most common presenting symptom is a maculopapular or exfoliative rash confined to either the upper limbs or the forehead, but it can also be disseminated. The sequence of symptoms -dermatitis, lymphadenopathy notably along the posterior border of the sternomastoid muscles and hepatitisforms a particular pattern.
Opinions vary on desensitization after DS. In 1963, Browne (1) reported 52 leprosy patients in whom desensitization was attempted; only 2 cases had severe dermatitis after every dose of dapsone. Since then there have only been two reports of successful attempts to reintroduce dapsone in HIV patients (2, 3) . This is the first report of the reintroduction of dapsone after DS in a patient with dermatitis herpetiformis.
CASE REPORT
An otherwise healthy 16-year-old girl developed pruritic papules and vesicles on the scalp, face, upper back, buttocks and knees. Immunohistological findings were characteristic of dermatitis herpetiformis. After normal routine blood and urine analyses, including G6PD, she was started on dapsone 50 mg once daily and a gluten-free diet. After 7 days the dose was increased to 100 mg once daily because of the slow improvement of her disease. On day 16, reddish, desquamating patches appeared on the patient's forehead ( Fig. 1) . On day 18, she was afebrile and had no general malaise, but the desquamating lesions had spread to the rest of the face and upper limbs, and purple maculopapular lesions affected the distal third of the lower extremities. Further physical examination revealed painless lateral cervical adenopathy, and a blood sample showed increased erythrocyte sedimentation rate (ESR), moderate haemolysis and leucocyte count of 5100/mm 3 with 13% eosinophils. Faced with the onset of exfoliative dermatitis on the forehead, cervical lymphadenopathy, eosinophilia and increased ESR, dapsone hypersensitivity was diagnosed, and the drug was withdrawn. The clinical and laboratory alterations resolved within 4 days. Since the syndrome had been mild and late, and there was no effective alternative therapy, we reviewed the previous series of 67 patients in whom the drug had been reintroduced after DS, and one week after withdrawal we started treatment under daily close observation at the initially tolerated dosage of 50 mg each morning. After 2 weeks, during which no signs of intolerance were observed, another 100 mg per week was added in two 50 mg doses taken at night at least 48 h apart. Further evening doses were added at 2-week intervals, reaching 50 mg every 12 h in week 8; the same approach was employed to reach the therapeutic dosage, 100 mg every 12 h, in week 18. There have been no side effects other than moderate haemolysis during the entire reintroduction period. The patient's dermatitis is now being controlled with a gluten-free diet.
DISCUSSION
Historically, following the introduction of dapsone to clinical practice in the 1950s, cases of DS were related to high dosages (w50 mg/day) in the first 6 -8 weeks of treatment (1, 4). As a result, low initial dosages and a longer introductory phase became the standard practice (5) , and between 1956 and 1980 virtually no new cases were reported (1, 6 -8) (see also 9, 10). In the early 1980s, full-dosage initial treatments returned to prevent bacteriological resistance in leprosy patients, and this new practice became the standard also for other diseases treated with dapsone. As indicated in Table I , of the 45 DS reports in the literature since 1956, only 4 are reported in the first 23 years, the rest are from 1980, 18 of them in the last 7 years, especially among HIV patients where dapsone is used as prophylaxis of Pneumocystis pneumonia.
It is concluded from the published reports that the initial dosage is the crucial point in the increase of DS (1, 4, 5, 9 -12) . Dapsone is metabolized in a timedependent manner and the balance between oxidation to its toxic metabolites and their reduction is an important protective cellular mechanism. If an imbalance exists, binding of toxic metabolites to proteins may occur and result in drug hypersensitivity (13) , as in the so-called antiepileptic drug hypersensitivity syndrome (14) .
In our opinion, the tolerance observed previously in 67 patients (1 -3) and in this case following gradual reintroduction is likely to have been a result of adaptation of the patient's capacity to detoxify the drug rather than true immunological desensitization. In Browne's series of 52 patients (1), the maximum tolerated dose on resumption was found to be at most one-half the dose given immediately before the recurrence. In view of the long half-life of dapsone (14 -83 h), we did not increase the dosage from very low levels by small increments, as recommended previously (1 -3), but instead restarted treatment at the dosage tolerated initially (50 mg), which was also one-half the dose given before the DS appeared and increased the dosage over a longer induction period.
In summary, the available data suggest that w50 mg/ day in the first 6 -8 weeks of treatment is inadvisable in patients who do not have leprosy, and that in cases of DS the careful reintroduction of dapsone could be a valid therapeutic option.
